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Received 12 July 2004; accepted 23 July 2004Primary pulmonary hypertension (PPH) is a condi-
tion characterized by an increase in pulmonary
arterial pressure without any demonstrable cause.1
The histological features show complex endothelial
lesions (plexiform lesions) that occlude the pul-
monary blood vessels. The etiology has not been
well delineated. Recently, the genome and antigen
of human herpesvirus 8 (HHV-8) were detected in
lung tissues from 10 (62%) of 16 USA patients with
PPH, and a role of HHV-8 in the pathogenesis of PPH
was suggested.2 Subsequently, the presence of
HHV-8 antibodies was tested in plasma samples of
German patients with PPH, but no significant
difference was found between patients and con-
trols.3 To obtain the convincing evidence for
association of HHV-8 infection with PPH, more
direct examination of lung tissues would be desir-
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ng author. Tel.: +81-88-880-2345; fax: +81-88-
ess: daibatam@med.kochi-u.ac.jp (M. Daibata).We looked for HHV-8 in the affected lung tissues
from Japanese patients with PPH. Nine PPH
patients were enrolled. There were 3 men and 6
women with a median age of 21 years at diagnosis
(range 8–43 years). All patients and their kin gave
us written permission to use the tissue samples for
this study. The patients had no underlying disorders
to cause pulmonary hypertension and were nega-
tive for human immunodeficiency virus (HIV), which
could be a factor associated with pulmonary
hypertension. All patients had received lung trans-
plantation at Okayama University, and the histolo-
gical findings of the resected lungs and pulmonary
vessels were reviewed by several pathologists. DNA
was extracted from the paraffin-embedded tissues
with plexiform lesions using the DNA extraction
system according to the manufacturer’s instruc-
tions (Takara, Tokyo, Japan). The extracted DNAs
were amplified by polymerase chain reaction (PCR)
under conditions of 40 cycles (1min at 94 1C, 1min
at 54 1C, 1min at 72 1C). The DNA samples were
analyzed for the presence of HHV-8 sequences withed.
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set was KS1 (50-CGCCTGTAGAACGGAAACAT-30) and
KS2 (50-TTGCCCGCCTCTATTATCAG-30), amplifying a
138-bp fragment of the ORF72 gene.2 The other
primer set is KS330 (50-TCGAATCCAACGGATTTGAC-
30 and 50-TATATAGATCAAGTTCCGCC-30), yielding a
153-bp fragment of the ORF26 gene.4 Amplification
products from all samples were examined with
use of b-globin PCR with a primer set of 50-
CTTCTGACACAACTGTGTTCACTAGC-30 and 50-TCAC-
CACCAACTTCATCCACGTTCAC-30, which indicated
that amplifiable DNAs were present. The positive
control was DNA from HHV-8-positive primary
effusion lymphoma. HHV-8 DNA sequences were
not detected in any of our PPH samples, suggesting
that HHV-8 is unlikely to have played a pathoge-
netic role in PPH of these patients.
Our present results may be partly explained by
the geographical variation in the prevalence of
HHV-8 infection. In Japan, the anti-HHV-8 seropo-
sitivity rate in the general population has been
reported at 1.4%,5 which is lower than that in the
USA.6 HHV-8 infection rates also vary according to
the behavioral risk with a higher rate among HIV-
infected persons. The HIV infection rate is much
lower in Japan than in the USA. Although the viral
‘‘hit-and-run’’ mechanism cannot be fully ex-
cluded, the present findings from the direct searchfor the HHV-8 genome in lung tissues indicate that
factors other than HHV-8 are more likely to be the
cause of PPH in the Japanese population. Mediter-
ranean countries such as Italy have a high pre-
valence rate of HHV-8 infection, but no information
is available as to the incidence of PPH in these
countries. Worldwide epidemiological surveys are
needed to determine the possible association of
HHV-8 with the pathogenesis of PPH.References
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